TABLE I
Quarterly incidence of HFMD in Japan, 1972 -1973 (Chubu region) and Miyagi (Tohoku region) prefectures. Most outbreaks, however, were reported in 1973 and the epidemic ceased by the end of the year . Table I shows the quarterly incidences of HFMD by regions in [1972] [1973] . It may be noticed that Kyushu and Kinki regions, where outbreaks were observed also in 1972, reported earlier incidences of HFMD in 1973 . In these two regions the peak of incidence was in the second quarter of the year , but in the other regions it was in the third quarter. A total of 3 ,296 cases were reported during these two years, far less than those (23,430 cases) reported in the previous epidemic , 1969-1970 . This may be due partly to the fact that this time queries were sent mainly to virus diagnostic laboratories, while the previous investigation included those diagnosed clinically in hospitals without diagnostic virology . It was the general impression, however, by those who concerned with the queries that the extent of the outbreaks was actually smaller in 1972-1973 than in 1969-1970 . Table II shows the age distribution of HFMD cases . As in the previous epidemic, the main age groups involved were under 4 years (71.4%) , but there were more cases of above 5 years of age in the present epidemic than in the previous one (11.9% versus 5.7%). Clinically most cases were reported as typical, but vesiculation was rather mild in some cases and in a few cases aseptic meningitis was concomitantly observed. In various areas outbreaks of aseptic meningitis were also observed among children concurrently with the outbreaks of HFMD . Some of the CA 16 isolates in 1969-1970 were reported to be hardly neutralized by the antiserum against the prototype strain of the serotype. Fujimiya et al. (1974a, b) revealed that these viruses were serologically different from the prototype virus. In the present epidemic, however, many laboratories reported that isolates from HFMD could not be identified either by the antiserum vs the prototype virus or by the antiserum vs isolates in [1969] [1970] . Several strains were also sent to this laboratory; various attempts to identify them were in vain. Finally it was found that immunofluorescence could identify them as CA 16 (Hagiwara, Kitahara and Tagaya, 1974) . In neutralization, however, there observed no cross reaction between the prototype virus and fresh isolates. Further studies revealed that strains of CA 16 isolated in 1969-1970 were classified by the cross neutralization tests in the same antigenic group as the prototype virus, whereas the isolates obtained in 1972-1973 appeared to belong to a different antigenic group, although viruses of the two groups share common antigens detectable by immunofluorescence, complement fixation and agar gel double diffusion. The results will be published elsewhere. A few cases considered to be of reinfection with CA 16 were also reported (Otsu and Inoue, 1974; Suto, Fujimiya and Morita, 1974) ; the great antigenic deviation of the isolates in 1972-1973 from the prototype virus and the isolates in 1969-1970 may account for the emergence of such cases.
Among 90 other enteroviruses isolated from clinical specimens of HFMD cases, CB 5 (31 isolates), CA 9 (16 isolates), CA 10 (10 isolates), and CB 3 (7 isolates) were rather frequently observed, but these serotypes were also more frequently isolated from clinical specimens of other diseases or materials collected for special surveys before or after the epidemic period of HFMD, as shown in the following data. Among 466 isolates, CB 5 (96 isolates), CA 9 (81 isolates), CA 10 (59 isolates), CB 3 (42 isolates), CA 4 (39 isolates), Echo 9 (29 isolates), CB 4 (28 isolates), and CA 6 (22 isolates) were more frequently observed. Therefore, it may not be reasonable to consider that these serotypes are related to the etiology of HFMD, unless viruses were isolated from the contents of vesicles. No other serotypes than CA 16 were isolated from vesicles of HFMD cases.
The emergence of an antigenic mutant of CA 16 was the most characteristic of the last epidemic of HFMD in 1972 HFMD in -1973 ; it was also suggested that many cases of aseptic meningitis were caused by CA 16 infection. It should be observed carefully whether antigenic mutation of CA 16 will continue or viruses of the classical antigenic group will come back again.
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